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Sequence Homology
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Figure S1: A pairwise comparison of sequence homology between all used structures in this study. Structures are

color coded both by their ligands (left and bottom of graph), or whether they are arrestin-2 (gray) or arrestin-3 (red)

(right of graph).
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Figure S2: A pairwise dot product of the third thru tenth modes of motion as computed by ANM for all 26 structures
analyzed. Structures are color coded both by their ligands (left and bottom of graph), or whether they are arrestin-2

(gray) or arrestin-3 (red) (right of graph).
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Figure S3: The magnitude of the eigenvalues for all 624 modes (A) or a zoom in of the first 20 modes (B). This
shows that the eigenvalues magnitude fall off exponentially with respect to mode number.
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Figure S4: the probably of two random normal vectors with 624 elements will return a given absolute dot product.

This shows a steep drop off probability above an absolute dot product of 0.1.
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Figure S5: The difference in the direction of the modes of motion for two representative structures (2WTR- Apo and
6TKO GPCR-bound). The motions of a-helix 1 (Top Left Inset) and C-domain B-sheets on the C-loop side (Top

Right Inset) are shown.



